To study the antigens involved in the islet cell antibody (ICA) reaction we selected 30 patient serum samples (ten in each group) positive for ICA and one other additional autoantibody, such as glutamic acid decarboxylase antibodies (GADA), thyrosine phosphatase antibodies (IA-2A) or insulin autoantibodies (IAA). The serum samples were incubated with the specific antigen (GAD65, IA-2 or insulin) and the ICA analysis and the corresponding immunoprecipitation assay were performed before and after the absorption.
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We could then demonstrate that specific autoantibodies against GAD65 and IA-2 could be absorbed with the corresponding antigen, since ten GADA positive and six IA-2A samples turned completely negative. However, the ICA reaction after absorption with GADA, IA [4] and thyrosine phosphataseantibodies (IA-2A) [5, 6] are two of the most frequently occuring autoantibodies together with IAA. Beside pure proteins like GAD65, IA-2 and others, a sialic acid containing glycolipid [7] has been shown to be another antigen in autoimmune diabetes. However, it has been suggested that most of ICA's reactivity is represented by GADA [8] and IA-2A. [5, 9] From a large population based study, [1] IA-2A were analysed in a radioimmunoprecipitation assay similar to the GADA-assay. [13] An index below 0.05 was considered as negative.
IAA were analysed by radioimmunoassay and the samples were also displaced by cold insulin to avoid unspecific binding. [ or two ICA titer steps (p 0.01) (Fig. 2) [19] In conclusion, both GADA, IA-2A and IAA are partly responsible for the ICA reaction in sera from patients positive for ICA. However, if ICA's reactivity was constituted only of these autoantibodies the ICA reaction would be blocked more completely than what was found in our study. Our results indicate a more extended heterogeneity of the contribution to ICA positivity and probably simultaneous involvement of several other beta cell specific autoantigens beside GAD65, IA-2 and insulin.
